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We Claim: 



1. A compound of Formula I: 




I 



where: 



is (C3-C7 cycloalkyl)o.i(Ci-C6 alkyl), (C3-C7 cycloalkyl)o-i(C2-C6 alkenyl), (C3- 
C7 cycloalkyl)o.i(C2-C6 alkynyl) or C3-C7 cycloalkyl, each optionally substituted with up 
to three groups independently selected from halo, hydroxy, tibaol, cyano, trifluorometiiyl, 
trifluoromethoxy, Ci-Ce alkoxy, C3-C7 cycloalkoxy, 0x0, andNR^R^°, hydrogen. 



biphenyl substituted wilh halo, 
XisCH,N,orlsr-0"; 
YisCR^^N,orlSr'-0-; 
QisCR^^N,or]Sr-0-; 

R^ is C1-C3 alkyl, benzyl optionally monosubstituted in the phenyl ring with a 
substituent selected from the group consisting of halo, Ci-Ce alkoxy optionally substituted 
in the alkyl chain with C3-C7 cycloalkyl, and Ci-Ce alkylthio optionally substituted in the 
aUcyl chain with C3-C7 cycloalkyl, or benzyl optionally disubstituted in the phenyl ring 
with a first substituent independently selected from halo and a second substituent 
independently selected from halo, Ci-Ce alkoxy optionally substituted in the allcyl chain 
with C3-C7 cycloalkyl, and Ci-Ce alkylthio optionally -substituted in the alkyl chain with 
C3-C7 cycloalkyl; 

R^ is hydrogen or Ci-Q alkyl; 

R"^ is hydrogen, Ci-Ce alkyl, or phenyl; 



R 



,15 
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and R* taken together with the carbon to which they are attached form a Ca-Ce 
cycloalkyl ring; 

R^ is hydrogen, fluoro, trifluoromethyl, R^^ or phenyl optionally monosubstituted 
with Ci-Ce alkyl or Ci-Ce aJlcoxy; 

R^ is fluoro, hydroxy, E-toluenesulfonyloxy, R^"*, -CH2C(0)R^^, or 
-OC(0)NHR^^ or R^ and R^ taken together form =CHC(0)(Ci-C4 alkoxy); 

R' is hydrogen or fluoro; or R^ and R'^ taken together form a bond; 

R* is hydrogen or fluoro; 

R^ is hydrogen, Ci-Ce alkyl, or phenyl; 

R^° is hydrogen, Ci-Ce alkyl, phenyl, -C(0)(Ci-C6 alkyl), or -SOaCCi-Ce alkyl); 
R^^ and R^^ are independently selected from the group consisting of methyl, ethyl, 
and propyl; 

R^^ is hydrogen or Ci-Ce alkyl; 

R^'* is C3-C5 cycloalkyl, Ci-Ce alkyl, or -CH2R^^ 

Ri^ is -CF2R'^ -OR^°, -CH2C(0)CH3, -S(0)l.2R^^ -NR^SOaR^, (C1-C3 alkoxy)- 
carbonyl, phenyl optionally substituted with halo, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, 1,1- 
dioxo-2,3,4,5-tetrahydroisothiazol-2-yl, or tetrazol-5-yl optionally substituted with C1-C3 

alkyl; . • 

r1^ is hydrogen, chloro, isobutyl, CHzR^^ CFaR^^ l,l,l-trifIuoro-2-hydroxyeth-2- 

26 27 

yl, C2-C4 alkenyl optionally substituted with one or two fluorine atoms, OR , C(0)R , 
N(methyl)(methylsulfonyl), N(methyl)(acetyl), pyrrolidin-2-on-l-yl, methylsulfonyl, 
N,N-dimethylaminosulfonyl, phenyl optionally substituted with one or two substituents 
selected from the group consisting of hydroxymethyl, methoxy, fluoro, and 
methylsulfonyl, l,3-dioxolan-2-yl, l,3-dithiolan-2-yl, l,3-oxatbiolan-2-yl, l,3-dioxan-2- 
yl, l,3-dithian-2-yl, pyridinyl, thiazolyl, oxazolyl, or 1,2,4-oxadiazolyl optionally 
substituted with methyl; 

R^^ is hydrogen or fluoro; 

R^^ is ethynyl or cyclopropyl; 

R^^ is hydrogen or methyl; 
. R^° is difluoromethyl or mefhanesulfonyl; 

r21 is C1-C4 alkyl, C3-C6 cycloalkyl, phenyl, or -NR^°R^^; 
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R^^ is hydrogen, C1-C3 alkyl optionally substituted with up to 3 fluorine atoms, or 
C3-C6 cycloalkyl; 

is C1-C3 alkyl or C3-C6 cycloalkyl; 
R^"^ is fluoro, hydroxy, or C1-C3 alkoxy; 
R^^ is hydrogen, phenyl, or furyl; 

R^^ is C1-C3 alkyl optionally substituted with one or two fluorine atoms; 

R^^ is C1-C3 alkyl, C3-C5 cycloalkyl, C2-C3 alkenyl, C1-C3 alkoxy, NR^^R^^, 
pyrrolidin-l-yl optionally substituted with methyl or one or two fluorine atoms, piperidin- 
1-yl, phenyl, pyridinyl, or furyl; 

R^^ is hydrogen or methyl; 

R^^ is methyl, ethyl, or propyl; 

R^^ is hydrogen or methyl; 

R^^ is methyl; or 

R^^ and R^^ taken together with the nitrogen atom to which they are attached form 
a pyrrolidine or piperidine ring; 

R^^ is Ci-Cio alkyl optionally substituted with 1-6 fluorine atoms, 0x0, or one or 
two hydroxy groups, C2-C6 alkenyl, or -(CH2)o-3-R^^; 

R^^ is C3-C7 cycloalkyl or phenyl each optionally substituted with one or two 
substitutents independently selected from the group consisting of halo, Ci-Ce alkyl, Ci-Ce 
alkoxy, hydroxy, trifluoromethyl, and trifluoromethoxy, or R^^ is adamantyl; 

R^^ is hydrogen, R'^ or -(CH2)o-2-OR''; 

R^^ is hydroxy, Ci-Ce alkoxy, or NR^^R^^ where R^^ and R^^ are independently 
hydrogen or Ci-Ce alkyl, or R^'^ and R^^ taken together with the nitrogen to which they 
are attached, form a piperidine ring optionally substituted with Ci-Ce alkyl, a 
homopiperidine ring, a morpholine ring, or a pyrrolidine ring optionally substituted with 
(C1-C6 alkoxy)methyl; , 

R^^ is C1-C6 alkyl or adamantyl; 

or a pharmaceutically acceptable salt thereof; provided that: a) no more than one 
of X, Y, and Q may be N or K'-O"; and b) when X is CH, Y is CR^^ and Q is CR^^ then 
one of R^^ and R^^ is otiier than hydrogen. 



2. A compound of Formula 1(a): 
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1(a) 

where: 

is (C3-C7 cycloalkyl)o-i(CrC6 alkyl), (C3-C7 cycloalkyl)o-i(C2-C6 alkenyl), (C3- 
C7 cycloalkyl)o.i(C2-C6 alkynyl) or C3-C7 cycloalkyl, each optionally substituted with up 
to three groups independently selected firom halo, hydroxy, thiol, cyano, trifluoromethyl, 
trifluoromethoxy, Ci-Ce alkoxy, C3-C7 cycloalkoxy, 0x0, andNR^R^^, hydrogen. 




or 



1^14 



biphenyl substituted with halo, 

Xis CH, N, orN^-O"; 
10 YisCR^^KorN'^-O-; 

QisCR^^N,orN^-0-; 

R^ is C1-C3 alkyl, benzyl optionally monosubstituted in the phenyl ring with a 
substituent selected firom the group consisting of halo, Ci-Ce alkoxy optionally substituted 
in the alkyl chain with C3-C7 cycloalkyl, and Ci-Ce alkylthio optionally substituted in the 
1 5 alkyl chain with C3-C7 cycloalkyl, or benzyl optionally disubstituted in the phenyl ring 
with a first substituent independently selected from halo and a second substituent 
independently selected firom halo, Ci-Ce alkoxy optionally substituted in the alkyl chain 
with C3-C7 cycloalkyl, and Ci-Ce alkyllhio optionally substituted in the alkyl chain with 
C3-C7 cycloalkyl; 

20 R^ is fluoro, hydroxy, £-toluenesulfonyloxy, R^"^, -CH2C(0)R^^ or 

-OC(0)NHR^^; or R^ and R^ taken together form =CHC(0)(Ci-C4 alkoxy); 
R^ is hydrogen, Ci-Ce alkyl, or phenyl; 

R^^ is hydrogen, Ci-Cg alkyl, phenyl, -C(0)(Ci-C6 alkyl), or --802(01-06 alkyl); 
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are iBdependently selected from the group consisting of methyl, ethyl, 

and propyl; 

R^^ is hydrogen or Ci-Ce alkyl; 

R^"^ is C3-C5 cycloalkyl, Ci-Ce alkyl, or -CHaR^^ 

R^^ is --CF2R^^ -OR^^ -CH2C(0)CH3, -S(0)i.2R^^ -NR^^SOsR^, (CrCs alkoxy)- 
carbonyl, phenyl optionally substituted with halo, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, 1,1- 
dioxo-2,3,4,5"tetrahydroisothiazol-2-yl, or tetrazol-5-yl optionally substituted with Ci-Cs 
alkyl; 

R^^ is hydrogen, chloro, isobutyl, CH2R^'^; CF2R^^ l,l,l-trifluoro-2-hydroxyeth-2- 
yl, C2-C4 alkenyl optionally substituted with one or two fluorine atoms, OR^^, C(0)R^^, 
N(methyl)(methylsulfonyl), N(methyl)(acetyl), pyrrolidin-2-on- 1 -yl, methylsulfonyl, 
N,N-dimethylaminosulfonyl, phenyl optionally substituted with one or two substituents 
selected from the group consisting of hydroxymethyl, meHioxy, fluoro, and 
methylsulfonyl, l,3-dioxolan-2-yl, l,3-difhiolan-2-yl, l,3-oxathiolan-2-yl, l,3-dioxan-2- 
yl, l,3-dithian-2-yl, pyridinyl, thiazolyl, oxazolyl, or 1,2,4-oxadiazolyl optionally 
substituted with methyl; 

R^^ is hydrogen or fluoro; 

R^^ is ethynyl or cyclopropyl; 

R^^ is hydrogen or methyl; 

R^^ is difluoromethyl or methanesulfonyl; 

R^^ is C1-C4 alkyl, C3-C6 cycloalkyl, phenyl, or -NR^^R^^; 

R^^ is-hydrogen, C1-C3 alkyl optionally substituted with up to 3 fluorine atoms, or 
C3-C6 cycloalkyl; 

R^^ is C1-C3 alkyl or C3-C6 cycloalkyl; 
R^"^ is fluoro, hydroxy, or C1-C3 alkoxy; 
R^^ is hydrogen, phenyl, or furyl; 

R^^ is C1-C3 alkyl optionally substituted with one or two fluorine atoms; 

R^^ is C1-C3 alkyl, C3-C5 cycloalkyl, C2-C3 alkenyl, C1-C3 alkoxy, NR^^R^^ 
pyrrolidin-l-yl optionally substituted with methyl or one or two fluorine atoms, piperidin- 
1-yl, phenyl, pyridinyl, or finyl; 

R is hydrogen or methyl; 

R^^ is methyl, ethyl, or propyl; 
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R is hydrogen or methyl; 
R^^ is methyl; or 

R^^ and R^^ taken together with the nitrogen atom to which Ihey are attached form 
a pyrrolidine or piperidine ring; 
5 R^^ is Ci-Cio alkyl optionally substituted with 1-6 fluorine atoms, oxo, or one or 

33 

two hydroxy groups, C2-C6 alkenyl, or -(CH2)o-3-R ; 

R^^ is C3-C7 cycloalkyl or phenyl each optionally substituted with one or two 
substitutents independently selected from the group consisting of halo, Ci-Ce alkyl, Ci-Ce 
alkoxy, hydroxy, trifluoromethyl, and trifluoromethoxy, or R^^ is adamantyl; 
10 R^^ is hydrogen, R^^ or -(CH2)o-2-OR^^; 

R^^ is hydroxy, C1-C6 alkoxy, or NR^^R^^ where R^^ and R^^ are independently 
hydrogen or C1-C6 alkyl, or R^^ and R^^, taken together with the nitrogen to which they 
are attached, form a piperidine ring optionally substituted with Ci-Ce alkyl, a 
homopiperidine ring, a morpholine ring, or a pyrrolidine ring optionally substituted with 
1 5 (C1-C6 alkoxy)methyl; 

R^^ is Ci-Ce alkyl or adamantyl; 

or a pharmaceutically acceptable salt thereof; provided that: a) no more than one 
of X, Y, and Q may be N or KT'-O"; and b) when X is CH, Y is CR^^ and Q is CR^^ then 
one of R^^ and R^^ is other than hydrogen. 

20 

3. The use of a compoxmd of either of Claims 1 or 2 for the manufacture of a 
medicament for the treatment of Alzheimer' s disease. 



4. The xise of a compound of either of Claims 1 or 2 for the manufacture of a 
25 medicament for the prevention of the progression of mild cognitive impairment to 

Alzheimer's disease. 

5. The use of a compound of either of Claims 1 or 2 for the manufacture of a 
medicament for the inhibition of B ACE. 



30 
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6. The use of a compound of either of Claims 1 or 2 for the manufacture of a 
medicament for treating a disease or condition capable of being improved or prevented by 
inhibition of BACE. 

5 7. A pharmaceutical formulation adapted for the treatment of conditions resulting 

from excessive levels of A-P peptide comprising a compound of either of Claims 1 or 2 in 
combination with one or more pharmaceutically acceptable excipients, carriers, or 
diluents. 

10 8. A pharmaceutical formulation comprising a compound of either of Claims 1 or 

2, in combination with a pharmaceutically acceptable carrier, diluent, or excipient. 

9. A compound of Formula ni: 




15 ni 

where: 

is (C3-C7 cycloalkyl)o-i(Ci-C6 alkyl), (C3-C7 cycloalkyl)o-i(C2-C6 alkenyl), (C3- 
C7 cycloalkyl)o.i(C2-C6 alkynyl) or C3-C7 cycloalkyl, each optionally substituted witii up 
to three groups independentiy selected from halo, hydroxy, thiol, cyano, trifluoromethyl, 
20 trifluoromethoxy, Ci-Ce alkoxy, C3-C7 cycloalkoxy, 0x0, and NR^R^°, hydrogen, 

biphenyl substituted with halo, 
XisCH,N,orN^-0-; 
YisCR^^N,orN^-0-; 
QisCR",N,orlSr'-0-; 
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R'^ is C1-C3 alkyl, benzyl optionally monosubstituted in the phenyl ring with a 
substituent selected from the group consisting of halo, Ci-Ce alkoxy optionally substituted 
in the alkyl chain witii C3-C7 cycloalkyl, and Ci-Ce alkylthio optionally substituted in the 
alkyl chain with C3-C7 cycloalkyl, or benzyl optionally disubstituted in the phenyl ring 
5 with a first substituent independently selected from halo and a second substituent 

independently selected from halo, Ci-Ce alkoxy optionally substituted in the alkyl chain 
with C3-C7 cycloalkyl, and CrC6 alkylthio optionally substituted in the alkyl chain with 
C3-C7 cycloalkyl; 

is hydrogen or C1-C6 alkyl; 
10 R"^ is hydrogen, Ci-Ce alkyl, or phenyl; 

R^ and R"^ taken together with the carbon to which they are attached form a C3-C6 
cycloalkyl ring; 

R^ is hydrogen, fluoro, trifluoromethyl, R^^. or phenyl optionally monosubstituted 
with C1-C6 alkyl or Ci-Ce alkoxy; 
15 R^ is fluoro, hydroxy, p-toluenesulfonyloxy, R^"*, -CH2C(0)R^^ or 

~OC(0)NHR^^; or R^ and R^ taken together form -CHC(0)(Ci-C4 alkoxy); 

R^ is hydrogen or fluoro; or R^ and R^ taken together form a bond; 

R^ is hydrogen or fluoro; 

R^ is hydrogen, Ci-Ce alkyl, or phenyl; 
20 R^^ is hydrogen, Ci-Cg alkyl, phenyl, -C(0)(Ci-C6 alkyl), or -S02(CrC6 alkyl); 

R^^ and R^^ are iadependently selected from the group consisting of methyl, ethyl, 
and propyl; 

R^^ is hydrogen or Ci-Ce alkyl; 

R^"^ is C3-C5 cycloalkyl, Ci-Ce alkyl, or -CHaR^^; 
25 R^^ is -CF2R^^ -OR^^ -CH2C(0)CH3, -S(0)i.2R^\ -NR2^S02R^^ (CrC3 alkoxy)- 

carbonyl, phenyl optionally substituted with halo, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, 1,1- 
dioxo-2,3,4,5-tetrahydroisothiazol-2-yl, or tetrazol-5-yl optionally substituted with C1-C3 
alkyl; 

R^^ is hydrogen, chloro, isobutyl, CH2R^'^; CF2R^^ l,l,l-trifluoro-2-hydroxyeth-2- 
30 yl, C2-C4 alkenyl optionally substituted with one or two fluorine atoms, OR^^, C(0)R^^, 
N(methyl)(metih.ylsulfonyl), N(methyl)(acetyl), pyrrolidin-2-on-l-yl, methylsulfonyl, 
N,N-dimethylaininosulfonyl, phenyl optionally substituted with one or two substituents 
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selected from the group consisting of hydroxymethyl, methoxy, fluoro, and 
methylsulfonyl, l,3-dioxolan-2-yU l,3-dithiolan-2-yl, l,3-oxatiiiolan-2-yl, U3-dioxan-2- 
yl, l,3-dithian-2-yl, pyridinyU thiazolyl, oxazolyl, or 1,2,4-oxadiazolyl optionaUy 
substituted with methyl; 

R^^ is hydrogen or fluoro; 

R^^ is ethynyl or cyclopropyl; 

R^^ is hydrogen or methyl; 

R^^ is difluoromethyl or methanesulfonyl; 

R^^ is C1-C4 alkyl, C3-C6 cycloalkyl, phenyl, or -NR^^R^^; 

R^^ is hydrogen, C1-C3 alkyl optionally substituted with up to 3 fluorine atoms, or 
C3-C6 cycloaUcyl; 

R^^ is C1-C3 alkyl or C3-C6 cycloalkyl; 
R^"^ is fluoro, hydroxy, or C1-C3 alkoxy; 
R^^ is hydrogen, phenyl, or furyl; 

R^^ is C1-C3 alkyl optionally substituted with one or two fluorine atoms; 

R^'^ is C1-C3 alkyl, C3-C5 cycloalkyl, C2-C3 alkenyl, C1-C3 alkoxy, NR^^R^^ 
pyrrolidin-l-yl optionally substituted with methyl or one or two fluorine atoms, piperidin- 
1-yl, phenyl, pyridinyl, or furyl; 

R^^ is hydrogen or methyl; 

R^^ is methyl, ethyl, or propyl; 

R^^ is hydrogen or methyl; 

R^^ is methyl; or 

R^^ and R^^ taken together with the nitrogen atom to which they are attached form 
a pyrrolidine or piperidine ring; 

R^^ is Ci-Cio alkyl optionally substituted with 1-6 fluorine atoms, 0x0, or one or 

33 

two hydroxy groups, C2-C6 alkenyl, or -(CH2)o-3-R ; 

R^^ is C3-C7 cycloalkyl or phenyl each optionally substituted with one or two 
substitutents independently selected from the group consisting of halo, Ci-Ce alkyl, Ci-Ce 
alkoxy, hydroxy, trifluoromethyl, and trifluoromethoxy, or R^^ is adamantyl; 

is hydrogen, or -(CH2)o-2-OR^^; 
R^^ is hydroxy, Ci-Ce alkoxy, or NR^ where R^' and R^* are independently 
hydrogen or Ci-Ce alkyl, or R^^ and R^^ taken together with the nitrogen to which they 
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are attached, form a piperidine ring optionally substituted with Ci-Ce alkyl, a 
homopiperidine ring, a morpholine ring, or a pyrrolidine ring optionally substituted with 
(Ci-Ce alkoxy)methyl; . 

R^^ is Ci-Ce alkyl or adamantyl; 

R^' is hydrogen or a nitrogen protecting group; 

R"^ is hydrogen or an oxygen protecting group; 
or an acid addition salt thereof; provided that: a) no more than one of X, Y, and Q may 
be N or N^-O'; b) when X is CH, Y is CR^^ and Q is CR^^, then one of R^^ and R^' is 
otha- than hydrogen; and c) at least one of R^^ and R^^" is other than hydrogen. 

10. A compound of Formula IV: 




IV 

where: 

R^ is (C3-C7 cycloalkyl)o-i(Ci-C6 alkyl), (C3-C7 cycloalkyl)o.i(C2-C6 alkenyl), (C3- 
C7 cycloalkyl)o.i(C2-C6 alkynyl) or C3-C7 cycloalkyl, each optionally substituted with up 
to three groups independently selected jfrom halo, hydroxy, thiol, cyano, trifluoromethyl, 
trifluoromethoxy, d-Ce alkoxy, C3-C7 cycloalkoxy, 0x0, andNR^R^", hydrogen. 



biphenyl substituted with halo. 




XisCH,N, orN^-O"; 
YisCR^^N, orN^-O-; 
QisCR^^N,orN+-0-; 
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R IS C1-C3 alkyl, benzyl optionally monosubstituted in the phenyl ring with a 
substituent selected from the group consisting of halo, Ci-Ce alkoxy optionally substituted 
in the alkyl chain with C3-C7 cycloalkyl, and Ci-Ce aUcylthio optionally substituted in the 
alkyl chain wiHy C3-C7 cycloalkyl, or benzyl optionally disubstituted in the phenyl ring 
5 with a jBrst substituent independently selected from halo and a second substituent 

independently selected from halo, Ci-Ce alkoxy optionally substituted in the alkyl chain 
with C3-C7 cycloalkyl, and Ci-Ce alkylthio optionally substituted in the alkyl chain with 
C3-C7 cycloalkyl; 

is hydrogen or C1-C6 alkyl; 
10 R"^ is hydrogen, Ci-Ce alkyl, or phenyl; 

R^ and R"^ taken together with the carbon to which they are attached form a C3-C6 
cycloalkyl ring; 

R^ is hydrogen, fluoro, trifluoromethyl, R^^, or phenyl optionally monosubstituted 
with C1-C6 alkyl or Ci-Ce alkoxy; 
15 R^ is fluoro, hydroxy, p-toluenesulfonyloxy, R^^ -CH2C(0)R^^ or 

-OC(0)NHR^^; or R^ and R^ taken together form =CHC(0)(Ci-C4 alkoxy) or 0x0; 

R^ is hydrogen or fluoro; or R^ and R^ taken together form a bond; 

R^ is hydrogen or fluoro; 

R^ is hydrogen, C1-C6 alkyl, or phenyl; 
20 R^^ is hydrogen, d-Ce alkyl, phenyl, -C(0)(Ci-C6 alkyl), or -S02(Ci-C6 alkyl); 

R^^ and R^'^ are independently selected from the group consisting of methyl, ethyl, 
and propyl; 

R^^ is hydrogen or Ci-Ce alkyl; 

R^^ is C3-C5 cycloalkyl, Ci-Cg alkyl, or -CHsR^^ 
25 R^^ is -CFsR^^ -OR^*^, -CH2C(0)CH3, -S(0)i-2R^\ -NR^^S02R^^ (C1-C3 alkoxy)- 

carbonyl, phenyl optionally substituted with halo, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, 1,1- 
dioxo-2,3,4,5-tetrahydroisothiazol-2-yl, or tetrazol-5-yl optionally substituted with C1-C3 
alkyl; 

R^^ is hydrogen, chloro, isobutyl, CH2R^'^; CF2R^^ l,l,l-trifluoro-2rhydroxyeth-2- 
30 yl, C2-C4 alkenyl optionally substituted with one or two fluorine atoms, OR^^, C(0)R^^, 
N(methyl)(methylsulfonyl), N(methyl)(acet3d), pyrrolidin-2-on-l-'yl, methylsulfonyl, 
N,N-dimethylaminosulfonyl, phenyl optionally substituted with one or two substituents 
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selected iBrom the group consisting of hydroxymethyl, methoxy, fluoro, and 
methylsulfonyU l,3-dioxolan-2-yl, l,3-difhiolan-2-yl, l,3-oxathiolan-2-yl, l,3-dioxan-2- 
yl, l,3-dilMan-2-yl, pyridinyl, thiazolyl, oxazolyl, or 1,2,4-oxadiazolyl optionally 
substituted with methyl; 

R^^ is hydrogen or fluoro; 

R^^ is ethynyl or cyclopropyl; 

R^^ is hydrogen or methyl; 

R*^^ is difluoromethyl or methanesulfonyl; 

R^^ is C1-C4 alkyl, C3-C6 cycloalkyl, phenyl, or-NR^^R^^; 

R^^ is hydrogen, C1-C3 alkyl optionally substituted with up to 3 fluorine atoms, or 
C3-C6 cycloalkyl; 

R^^ is C1-C3 alkyl or C3-C6 cycloalkyl; 
R^ is fluoro, hydroxy, or C1-C3 alkoxy; 
R^^ is hydrogen, phenyl, or furyl; 

R^^ is C1-C3 alkyl optionally substituted with one or two fluorine atoms; 

R^'^ is C1-C3 alkyl, C3-C5 cycloalkyl, C2-C3 alkenyl, Ci-Cs alkoxy, NR^^R^^ 
pyrrolidin-l-yl optionally substituted with methyl or one or two fluorine atoms, piperidin- 
1-yl, phenyl, pyridinyl, or fixryl; 

R^^ is hydrogen or methyl; 

R^^ is methyl, ethyl, or propyl; 

R^^ is hydrogen or methyl; 

R*^^ is methyl; or 

R^^ and R^^ taken together with the nitrogen atom to which they are attached form 
a pyrrolidine or piperidine ring; 

R^^ is Ci-Cio aUcyl optionally substituted with 1-6 fluorine atoms, 0x0, or 1 or 2 
hydroxy groups, C2-C6 alkenyl, or -(CH2)o-3-R^^; 

R^^ is C3-C7 cycloalkyl or phenyl each optionally substituted with one or two 
substitutents independently selected from the group consisting of halo, Ci-Ce alkyl, Ci-Ce 
alkoxy, hydroxy, trifluoromethyl, and trifluoromefhoxy, or R^^ is adamantyl; 

R^"^ is hydrogen, R^^, or h:CH2)o-2-OR^^; 

R^^ is hydroxy, Ci-Ce alkoxy, or NR^^R^^ where R^^ and R^^ are independently 
hydrogen or C1-C6 alkyl, or R^^ and R^^, taken together with the nitrogen to which they 
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are attached, form a piperidine ring optionally substituted with C1-C6 alkyl, a 
homopiperidine ring, a morpholine ring, or a pyrrolidine ring optionally substituted with 
(Ci-Ce alkoxy)methyl; 

R^^ is C1-C6 alkyl or adamantyl; 

on 

5 R is hydrogen or a nitrogen protecting group; 

R"^^ and R"*^^ are independently selected from methyl, ethyl, and propyl; 
or an acid addition salt thereof; provided that no more than one of X, Y, and Q 
may be N or N^-O". 



10 



